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I read with great interest the article by Dr. Sepkowitz, 
“Tuberculosis as the Cause of Fever of Unknown Origin: 
A Review,” in the International Journal of Infectious 
Diseases 1997; 2:47-5 1. Fever of unknown origin (FUO) 
always has been a challenge of the diagnostic skills of 
physicians. To facilitate the evaluation of patients with 
FUO, it seems wise to learn from past experience and to 
use current knowledge of the clinical pattern of FUO. It 
has been demonstrated adequately by the published 
series regarding the spectrum of FUO that common dis- 
eases presenting uncommonly account for the majority 
of cases diagnosed as FUO.’ The review by Dr. Sepkowitz 
emphasizes that the rate of tuberculosis presenting as 
FUO remained similar in the series reported prior to and 
those reported after the adoption of Petersdorf and Bee- 
son definition.’ As expected, the rates were higher in the 
non-US series (10.2%) compared to the US series (5.3%). 
Tuberculosis, particularly extrapulmonary tubercu- 
losis, has emerged as the most common final diagnosis in 
patients presenting with FUO in most Indian studies. 
Sharma et al, in a combined prospective and retrospec- 
tive study of 150 cases of FUO, found that infections, par- 
ticularly tuberculosis, were the most common cause of 
FUO (50%).3 Another group of investigators found tuber- 
culosis as the cause of FUO in 26 of 12 1 patients (2 1.5%) 
in a prospective study4 
A recent study involving 60 patients with FUO who 
met the strict revised criteria established by Petersdorf 
found extrapulmonary tuberculosis to be the most com- 
mon cause of FU0.j,6 All the patients tested negative for 
human immunodeficiency virus (HIV). Extrapulmonary 
tuberculosis, particularly tuberculous mcdiastinal 
adenopathy, was the final diagnosis in 27 (45%) patients. 
This strongly supports the author’s view that the insti- 
tution of a trial of empirical antituberculous therapy is jus- 
tified in any patient of FUO where no specific diagnosis 
is evident after a reasonable diagnostic work-up. This is 
particularly true in developing countries like India. 
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TUBERCULOSIS CAUSING FEVER 
OF UNKNOWN ORIGIN 
We read with interest the review article by Dr. Sepkowitz 
“Tuberculosis as the Cause of Fever of Unknown Origin: 
A Review:’ in the International Journal of Infectious 
Diseases 1997; 2:47-51. The author has stated that MED- 
LINE was used to search the English language literature 
for “fever of unknown origin,” and 37 studies were iden- 
tified from North and South America, Asia, Africa, and 
Europe. However, we point out that the author omitted 
mention of our series on fever of unknown origin (FUO), 
one of the largest from India,’ also available on MED- 
LINE. We studied 121 cases over a period of 2 years. Infec- 
tions (43.8%) collagen vascular diseases (15.7%) and 
tumors (8.3%) were the major causes of FUO in our series 
(Table 1). 
Table 1. Etiology of Fever of Unknown Origin 
Etiology (n = 727) Number of Cases 
Infections (n = 53) (43.8%) 
Extrapulmonary tuberculosis 
Kala-azar (visceral leishmaniasis) 
Enteric fever 
Amebic liver abscess 
Brucellosis 
Malaria 
Infective endocarditis 
Leptospirosis 
Melioidosis 
Collagen Vascular Disease (n = 19) (15.7%) 
Systemic lupus erythematosus 
Adult onset Still’s disease 
Rheumatoid arthritis 
Wegener’s granulomatosis 
Tumors (n = 10) (8.3%) 
Lymphoma 
Other 
No Diagnosis (n = 23) (19%) 
Fever self-limiting 
Fever persisting 
Miscellaneous (n = 8) (6.6%) 
Lost to Follow-up (n = 8) (6.6%) 
26 
9 
4 
4 
4 
3 
1 
1 
10 
5 
3 
1 
6 
4 
12 
11 
8 
8 
44:32-36. 
4. Handa R, Singh S, Singh N, Wali Jl? Fever of unknown origin: 
a prospective study. Trop Doct 1996; 26:169-l-70. 
5. Petersdorf RG. Fever of unknown origin: an old friend revis- 
In 19% of the cases, no cause could be determined. Of 
interest, extrapulmonary tuberculosis was the most com- 
mon infection (49% of all infectious cases) encountered 
ited. Arch Intern Med 1992; 152:21-22. in this study. Pulmonary tuberculosis was not included in 
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the series because it can be readily picked up on chest 
radiography. The sites for extrapulmonary tuberculosis 
included lymph nodes, abdomen, and bone. 
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RESPONSE 
I appreciate the letter from Doctors Handa, Aggarwal, 
and Wali alerting me to their study of fever of unknown 
origin (FUO) among patients in New Delhi. I apologize 
for not including the article in my review. My only alibi 
is that their report fell victim to the inevitable delay that 
occurs between the time during which an article is 
researched and written and the time when it finally is 
published. My original (and final) MEDLINE search was 
performed in early 1996, prior to the entry on MEDLINE 
of Handa’s article.’ Other articles on FUO have since been 
entered on MEDLINE, including studies of FUO in the 
Netherlands,2 in Egypt,’ among children,* and among 
those with human immunodeficiency virus (13Q5 These 
articles demonstrate the continuing interest in the topic 
of FUO. And the work of Handa and colleagues again 
makes the point that tuberculosis remains an important 
cause of FUO in almost all series. 
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